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1 . This written opinion is the ^ rst 



(first, etc.) drawn by this International Preliminary Examining Authority. 



2. This opinion contains indications relating to the following items: 
Basis of the opinion 



Non-establishment of opinion with regard to novelty, inventive step or industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 



I 


L2£J 


II 


□ 


III 




IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, b e foro tho oxpiration of that timo limit, roquoul t hi r 

Authority te- fe i aul an u Mtonoion., r^ o Pnln 6 6 ?( ri ) 
How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 

For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, sec Rule 66.4 bis. 

For an informal communication with the examiner, see Rule 66.6. 
If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

4. The final date by which the international preliminary 

examination report must be established according to Rule 69.2 is: 1RJULI ~ UU1 — ' 
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WRITTEN OPINION 



International application No. 
PCT/US00/06940 



I. Basis of the opinion 



1 . With regard to the elements of the international application:* 
fx] the international application as originally filed 
|~^"| the description; 



pages 
pages 
pages 



1-51 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



filed with the letter of 



X 



the claims: 

pages 

pages 

pages 

pages 



52-55 



NONE 



NONE 



, as originally filed 

as amended (together with any statement) under Article 19 

, filed with the demand 



NONE 



filed with the letter of 



the drawings: 

pages 

pages 

pages 



1-3 



NONE 



, as originally filed 

filed with the demand 



NONE 



filed with the letter of 



the sequence listing part of the description: 

pages NONE 

Pages 

pages 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



filed with the letter of 



which is: 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language 

[ | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)) 
| | the language of publication of the international application (under Rule 48.3(b)). 
I I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the written opinion was 
drawn on the basis of the sequence listing: 

contained in the international application in printed form. 
| | filed together with the international application in computer readable form. 
| [ furnished subsequently to this Authority in written form. 
| j furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
' ' been furnished. 

4 1 xl The amendments have resulted in the cancellation of: 

DO the description, pages NONE 

EEI the claims, Nos. NQNE 

fx] the drawings, sheets/% NQN E 

5. Q This opinion has been drawn as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

* Replacement sheets which have been furnished to the recei\inf> Office in response to an invitation under Article 14 are referred to 
in this opinion lis "originally filed". 
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_L 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been and will not be examined in respect of: 

| [ the entire international application, 
xl claims Nos. S-l 1 , 14-25 and 29-32 
because: 

| — I the said international application, or the said claim Nos. . relate to the following subject matter which 
I I does not require international preliminary examination (specijy). 



[""I the description, claims or drawings (indicate particular elements below) or said claims Nos. . are so 
' 1 unclear that no meaningful opinion could be formed (specify). 



□ 



the claims, or said claims Nos _ are so inadequately supported by the description that no meaningful 
opinion could be formed. 



no international search report has been established for said claims Nos. iSee_ A ttached) . 



he drawn due to the failure of the nucleotide und/or amino acid sequence listing to comply with the standard 



2. A written opinion cannot 

provided for in Annex C of tire Administrative Instructions 



□ the written form has not been furn.shed or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



* 



WRITTEN OPINION 



International application No. 
PCT/US00/06940 



V. Reasoned statement under Rule 66.2(a)(ii) >vith regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) 



Claims NONE 



C la mis 1-4, 12-13, 26-28 & 33-34 



Inventive Step (IS) 



Industrial Applicability (1A) 



Claims NONE 



Claims 1-4, 12-13, 26-28 & 33-34 



Claims 1-4, 12-13, 26-28 & 33-34 



Claims NONE 



YES 
NO 

YES 
NO 



YES 
NO 



citations and explanations 
Claims 1-4, 12-13, 26-28 and 33-34 lack novelty under PCT Article 33(2) as being anticipated by Major et al. 

Major et'al disclose isolated, immortalized human fetal neuro-derived cell lines, which "generally produce progenitor 
neuronal and glial cells"; thereby, being multipotent, by definition (e.g., column 7, lines 22-37; as it relates to claims 1-3, 12 
and 33). Cells derived from SVG cells are also described by Major (e.g. , column4, lines 66 - column5, line 1; column7, lines 
57-65), which further appear identical to those cells (i.e., multipotent cells) described on pages 18 and 20 of the instant 
description (i.e. , as it also relates to claims 1-3, 12 and 33). In that all of these cells described by Major et al reasonably appear 
identical to the alternative names of "NG1. NG2 and NG3" cells recited in claim 13, and inherently express markers that 
uniquely define what constitutes a multipotent stem cell, the limitations of claims 4 and 13 are met; absent evidence to the 
contrary. Finally, in that the process of producing multipotent neural stem cells does not materially change the multipotent 
neural stem cell product produced, the limitations of claims 26-28 and 34 are anticipated. 

Claims 1-4, 12-13, 26-28 and 33-34 lack novelty under PCT Article 33(2) as being anticipated by Weiss et al. 

Weiss et al disclose isolated human multipotent neuro-derived cell lines (i.e., neurospheres ; as it relates to claims 33- 
34), which are clonally- derived/ " immortalized " and have the "potential to differentiate toward a neuronal cell or a glial cell" 
(e.g., column 11, lines 49-56; columns 13, 17-18,21-22, 36 and 48; as it relates to claims 1-3 and 12). In that the multipotent 
stem cells described by Weiss et al reasonably appear identical to the alternative names of "NG1, NG2 and NG3" cells recited 
in claim 13, and inherently express markers that uniquely define what constitutes a multipotent stem cell (e.g. , column 56), the 
limitations of claims 4 and 13 are met; absent evidence to the contrary. Finally, in that the process of producing multipotent 
neural stem cells does not materially change the multipotent neural stem cell product produced, the limitations of (Continued 
on Supplemental Sheet.) 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/US00/06940 



A. CLASSIFICATION OF SUBJECT MATTER 
IPC(7) ;C12N 05/06, 05/08 

US CL :435/325, 368 

According to International Patent Classification (IPC) or to both nat.onal classificatio n and IPC 

B. FIELDS SEARCHED ~ " 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 435/325, 368 



Documentation searched other than minimum documentafion to the extent that such documents are included m the fields searched 



Electrons data base consulted dunng the international search (name of data base and. where pract.cable, search terms used) 
MEDLINE, BIOSIS, USPATFULL 

search terms: multipoint, stem, CNS. neur##^. .mmortal, SVG, neurosphere, A2B5. TnTx, ChTx, ncslin, NG# 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category" 



x 

A 



Citation of document, with indication, where appropriate, of the relevant 



passages 



US 5,753,491 A (MAJOR ct al) 19 May 1998, cols. 3-4 6-8 12 
14-15, 17-18 & 20-22. ' ' 

US 5,750,376 A (WEISS ct al) 12 May 1998, cols. 10-12 15-20 
30-42 & 55-61. 



| | Further documents are listed in th 



e continuation of Box C. 



□ 



Relevant to claim No. 



1-4, 12-13, 26-28 
& 33-34 

1-4, 12, 26-28 & 
33-34 



13 



See patent family annex. 



Special categories of cited document*: 

document defining the general stale of the art which ,s not considered 
to be of particular relevance 

earlier document published on or after the international f.hng date 

document which may throw doubts on priority ciaim<s) or which is 
cited to establish the publication date of another c.lanon or other 
special reason (as apecified) 

document referring to an oral d.sciosure, me. exhibition or other 
m earn 

document published pr.or to the tnternaUonal f.hng date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance, the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance, the claimed invention cannot b« 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the intemat.onal search 
05 JULY 2000 



Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarks 
Box PCT 

Washington, D C. 20231 
Facsimile No. (703) 305-3230 



Form PCT/ISA/210 (second sheet) (July 1998)* 



Date of mailing of the international search report 

11 AUG 2000 



Authyhzcjl office^ ^ 



Telephone No (703)308-0196 



* 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/USOO/06940 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international report has not been established in respect of certain chums under Article 17(2Xa) for the following , 
1 1 1 Cla ' ms Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



j | Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirement, to such 
an extent that no meaningful international search can be carried out, specifically: 



| j Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Boi II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



Thts International Searching Authonty found multiple inventions ,n this international application, as follows: 
Please See Extra Sheet. 



1. Q As all required additional search fees were timely pa,d by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched w„hou« effort justifying an additional fee. th.s Au.hontv did no. invite payment 

of any additional fee. ' J 

3 □ ^. only some of the required additional search fees were timely pa.d by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos : 



[xj No -quired additional search fees were timely pa,d by the applicant. Consequently, this international search report ,s 
restricted to the invention first mentioned in the claims; it is covered bv claims Nos 
1-4. 12-13. 26-28 &. 33-34 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest 

□ 

No protest accompanied the payment of additional search fees. 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/USOO/06940 



BOX II. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found multiple inventions as follows: 

This application contains the following inventions or groups of inventions wh.ch are not so linked as to form a single 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees 
must be paid. 

Group I. claim(s) 1-4, 12-13. 26-28 and 33-34. drawn to an isolated immortal and multipoint neural cell line 
Group II. claim(s) 5, drawn to an isolated cell or tissue derived from a multipotenl neural cell. 
Group III. claim(s) 6-1 1. drawn to a transfected mullipotent neural cell. 

Group IV. claim(s) 14-21. drawn to a method of ident.fy.ng mult, potent cell comprising measuring various ant.gens 
Group V. claim(s) 22, drawn to a method of purifying a mullipotent neural cell 

Group VI. claim(s) 23-25 and 29-31. drawn to a method of ennch.ng a population of mullipotent fetal neural cells 
Group VII, cla.m(s) 32, drawn to a method of treating a mammal having a neurolog.cal syndrome or disease comprising 
implanting a multipotent neural cell. B 



™° TT'^l " ° rOUPS '" V " d ° "°' rC,atC 10 * Smgle inv "»«*v« co "«pt "nder PCT Rule 13.1 because, under 

rtl Kule 13 2 ' lack Ae same ot corresponding special technical features for the following reasons 

Group I ,s directed to a CNS immortal and multipotent neural cell line, which is the first product However 
because Major et al teach a CNS immortal and mullipotent neural cell line, no special technical feature exists for Group 
I as defined by PCT Rule 13.2. because ,t does not define a contnbulion over the prior art. Groups II-lll are drawn to 
structurally different products, which do no. require each other for their practice and do not share the same or a 
corresponding techmcal feature. The technical features of Groups IV-VII are drawn lo methods hav.ng different goals 
method steps and start.ng malenals. which do no. require each other for their practice and do not share the same or a 
correspond^ technical feature. Note that PCT Rule 13 does not prov.de for multiple products or methods w.thin a 
smgle application. Because the technical feature of Group I is not a special technical feature, and because the technical 
features of the Group JI-VII inventions are not preset in the Group I claims, unity of invention is lacking 
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